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Art Unit: 1646 

DETAILED ACTION 

1 . Original claims 1-3 are pending in the instant application. 
Specification 

2. The entire amino acid sequence of G-CSF is recited in claim 1. It is suggested that the 
amino acid sequence be identified only by the appropriate sequence identifier as set forth in the 
"Sequence Listing" as required by 37 CFR § 1.821(d). Applicants are requested to delete the 
recitation of the sequences from claim 1 and only recite the SEQ ID NO. Furthermore, reciting 
the entire amino acid sequence in the claim is awkward, difficult to consider and increases the 
possibility of printer errors. 

Claim Rejections - 35 USC §112, first paragraph 

3. Claims 1-3 are rejected under 35 U.S.C 112, first paragraph, because the specification, 
while being enabling for a chemically-modified protein comprising the amino acid sequence set 
forth in SEQ ID NO: 1 or 2, does not reasonably provide enablement for a chemically-modified 
protein as recited in claim 1, said protein "substantially having the amino acid sequence...". The 
specification does not enable any person skilled in the art to which it pertains, or with which it is 
most nearly connected, to make and use the invention commensurate in scope with this claim. 

With respect to claim 1, the specification does not enable a protein "substantially 
having...". The specification does not enable the skilled artisan to make and/or use polypeptides 
that have essentially the same amino acid sequence as the one disclosed. The issue here is how 
substantial must the sequence identity be, and what amino acids constitute this identity? The 
specification does not teach which residues can be conservatively substituted without affecting 
the functional activity of the receptor protein. It is known to the skilled artisan that conservative 
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amino acid substitutions outside of the active site of a protein will not affect the functional 
activity of the protein; however, amino acid substitutions, even conservative alterations, within 
the active site can inactivate the protein or change its functional activity. Absent the specific 
degree of sequence identity, it is unpredictable if the claimed protein would also possess the 
same activity as the polypeptide having the amino acid sequence of SEQ ID NO:l or 2. Thus, 
without guidance as to which residues can be conservatively substituted, the skilled artisan 
would not be able to make and/or use polypeptides consisting essentially of the same amino acid 
sequence as the polypeptide having the amino acid sequence of SEQ ID NO: 1 or 2. 

There is no guidance provided in the specification as to how one of ordinary skill in the 
art would generate a G-CSF polypeptide other than the ones exemplified in the specification. See 
In re Wands, 858 F.2d at 737, 8 USPQ2d at 1404. The test of enablement is not whether any 
experimentation is necessary, but whether, if experimentation is necessary, it is undue. The 
factors to be considered when determining whether there is sufficient evidence to support a 
determination that a disclosure does not satisfy the enablement requirement and whether any 
necessary experimentation is "undue" include, but are not limited to: (1) the breadth of the 
claims; (2) the nature of the invention; (3) the state of the prior art; (4) the level of one of 
ordinary skill; (5) the level of predictability in the art; (6) the amount of direction provided by 
the inventor; (7) the existence of working examples; and (8) the quantity of experimentation 
needed to make or use the invention based on the content of the disclosure. Given the breadth of 
claims, in light of the predictability of the art as determined by the number of working examples, 
the level of skill of the artisan, and the guidance provided in the instant specification and the 
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prior art of record, it would require undue experimentation for one of ordinary skill in the art to 

make and use the claimed invention. 

Claim Rejections - 35 USC § 112, second paragraph 

4. Claims 1-3 are rejected under 35 U.S.C. 112,. second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention. 

Claim 1 is vague and indefinite because the metes and bounds of the limitation 
"substantially having the following amino acid sequence" is undeterminable. Either a protein 
has that amino acid sequence or it doesn't. If this limitation is intended to encompass a protein 
having other than the recited amino acid sequence, as implied by the presence of the word 
"substantially, it is unclear how far an amino acid sequence can deviate from the recited amino 
acid sequence and still be encompassed by the claims. 

Claims 2-3 are rejected as vague and indefinite insofar as they depend on the above claim 
for their limitations. 
Claim Rejections - 35 USC § 102 

5. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 
(e) the invention was described in- 

(1) an application for patent, published under section 122(b), by another filed in the United States before 
the invention by the applicant for patent, except that an international application filed under the treaty 
defined in section 351(a) shall have the effect under this subsection of a national application published 
under section 122(b) only if the international application designating the United States was published under 
Article 2 l(2)(a) of such treaty in the English language; or 

(2) a patent granted on an application for patait by another filed in the United States before the invention 
by the applicant for patent, except that a patent shall not be deemed filed in the United States for the 
purposes of this subsection based on the filing of an international application filed under the treaty defined 
in section 351(a). 
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Claims 1 and 2 are rejected under 35 U.S.C. 102(e) as being anticipated by the Shaw 
patent (4,904,584). The instant claims encompass the "PEG-ylated" G-CSF described in 
Example 9 of the Shaw patent (column 16, lines 14-36). 
Claim Rejections - 35 USC § 103 

6. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth 
in section 102 of this title, if the differences between the subject matter sought to be patented and the prior 
art are such that the subject matter as a whole would have been obvious at the time the invention was made 
to a person having ordinary skill in the art to which said subject matter pertains. Patentability shall not be 
negatived by the manna- in which the invention was made. 

Claims 1-3 are rejected under 35 U.S.C. 103(a) as being unpatentable over the Ono et al. 
patent (4,833,127) in view of the Davis et al. patent (4,179,337). 

The Ono et al. patent disclosed an isolated and purified protein of human origin, which is 
identified therein as G-CSF (see abstract; column 1, lines 5-14). A comparison of the partial 
amino acid sequence presented at lines 50 to 54 in column 2 of Ono et al. with the amino acid 
sequence presented on page 4 and claim 1 of the instant application supports the conclusion that 
the G-CSF protein of Ono et al. is the same as the G-CSF polypeptide of the instant invention. 
The G-CSF protein of Ono et al. is not encompassed by the instant claims because it does not 
have a polyethylene glycol molecule covalently attached thereto. 

As indicated by its abstract, the Davis et al. patent teaches the covalent attachment of 
polyethylene glycol molecules to a polypeptide to "protect the polypeptide from loss of activity". 



Application/Control Number: 10/750,797 
Art Unit: 1646 



Page 6 



It further teaches that such derivatized polypeptides "can be injected into the mammalian 
circulatory system with substantially no immunogenic response". The text at lines 44 to 51 in 
column 3 of Ono et al. expressly taught that peptide hormones were suitable targets for this 
modification. 

An artisan of ordinary skill in the art of molecular biology would have found it prima 
facie obvious to have conjugated the G-CSF protein of Ono et al. to polyethylene glycol as 
taught by Davis et al. to protect that polypeptide from loss of activity and avoid an immunogenic 
response from an organism to which it was administered. 
Claim rejections-Double Patenting 
Statutory type (35 U.S.C. 101) double patenting rejection 

7. A rejection based on double patenting of the "same invention" type finds its support in 
the language of 35 U.S. C. 101 which states that "whoever invents or discovers any new and 
useful process ... may obtain a patent therefor ..." (Emphasis added). Thus, the term "same 
invention," in this context, means an invention drawn to identical subject matter. See Miller v. 
Eagle Mfg. Co., 151 U.S. 186 (1894); In re Ockert, 245 F.2d467, 114USPQ 330 (CCPA 1957); 
and In re Vogel, 422 F.2d 438, 164 USPQ 619 (CCPA 1970). 

A statutory type (35 U.S. C. 101) double patenting rejection can be overcome by 
canceling or amending the conflicting claims so they are no longer coextensive in scope. The 
filing of a terminal disclaimer cannot overcome a double patenting rejection based upon 35 
U.S.C. 101. 

7a. Claims 1-3 are provisionally rejected under 35 U.S.C. 101 as claiming the same invention 
as that of claims 1-3 of copending Application No. 10/436,784. This is a provisional double 
patenting rejection since the conflicting claims have not in fact been patented. 
7b. Claims 1-3 are provisionally rejected under 35 U.S.C. 101 as claiming the same invention 
as that of claims 1-3 of copending Application No. 10/75 1 ,242. This is a provisional double 
patenting rejection since the conflicting claims have not in fact been patented. 
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Non-statutory double patenting rejection (obviousness-type) 

8. The nonstatutory double patenting rejection is based on a judicially created doctrine 
grounded in public policy (a policy reflected in the statute) so as to prevent the unjustified or 
improper timewise extension of the "right to exclude" granted by a patent and to prevent possible 
harassment by multiple assignees. See In re Goodman, 11 F.3d 1046, 29 USPQ2d 2010 (Fed. 
Cir. 1993); In re Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 
F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 F.2d 438, 164 USPQ 619 (CCPA 
1970);and, In re Thorington, 418 F.2d 528, 163 USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) may be used to 
overcome an actual or provisional rejection based on a nonstatutory double patenting ground 
provided the conflicting application or patent is shown to be commonly owned with this 
application. See 37 CFR 1 . 130(b). 

Effective January 1, 1994, a registered attorney or agent of record may sign a terminal 
disclaimer. A terminal disclaimer signed by the assignee must fully comply with 37 CFR 
3.73(b). 

8a. Claims 1-3 are rejected under the judicially created doctrine of obviousness-type double 
patenting as being unpatentable over claims 1-2 of Patent No. 5,824,778. Although the 
conflicting claims are not identical, they are not patentably distinct from each other because the 
subject matter of the patented claims is encompassed in its entirety by the pending claims. 

Claims 1-2 of U.S. Patent No. 5,824,778 (having all common inventors with the instant 
application), claims a G-CSF protein having at least one PEG molecule attached to at least one 
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amino acid of the polypeptide. In instant claim 1, a G-CSF protein prepared by binding PEG to 
the G-CSF protein is claimed 

Instant claims 1-3 are generic to claim 1 in U.S. Patent No. 5,824,778 and encompasses 
subject matter to which the issued claims are a species because the issued claims recite at least 
one PEG molecule covalently linked to the G-CSF polypeptide. However, the patented claims 
are obvious from the instant claims because the patented claims are directed to one specific 
embodiment encompassed by the instant claims. The patented product is included in instant 
claims 1-3. It would have been obvious to one of ordinary skill in the art at the time the present 
invention was made, that a G-CSF polypeptide prepared by binding PEG encompassed the 
species claims in the patents. The patented claims if infringed upon would also result in 
infringement of the broad claim of the instant application. Allowance of the pending claim, 
therefore, would have the effect of extending the enforceable life of the allowed claims beyond 
the statutory limit. 

8b. Claims 1-3 are rejected under the judicially created doctrine of obviousness-type double 
patenting as being unpatentable over claims 1-4 of Patent No. 6,166,183. Although the 
conflicting claims are not identical, they are not patentably distinct from each other because the 
subject matter of the patented claims is encompassed in its entirety by the pending claims. 

Claims 1-4 of U.S. Patent No. 6,166,183 (having all common inventors with the instant 
application), claims a G-CSF protein having at least one PEG molecule attached to at least one 
amino acid of the polypeptide. In instant claim 1, a G-CSF protein prepared by binding PEG to 
the G-CSF protein is claimed 
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Instant claims 1-3 are generic to claims 1-4 in U.S. Patent No. 6,166,183 and 
encompasses subject matter to which the issued claims are a species because the issued claims 
recite at least one PEG molecule covalently linked to the G-CSF polypeptide. However, the 
patented claims are obvious from the instant claims because the patented claims are directed to 
one specific embodiment encompassed by the instant claims. The patented product is included 
in instant claims 1-3. It would have been obvious to one of ordinary skill in the art at the time the 
present invention was made, that a G-CSF polypeptide prepared by binding PEG encompassed 
the species claims in the patents. The patented claims if infringed upon would also result in 
infringement of the broad claim of the instant application. Allowance of the pending claim, 
therefore, would have the effect of extending the enforceable life of the allowed claims beyond 
the statutory limit. 
Conclusion 

No claim is allowed. 

Advisory Information 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Prema Mertz whose telephone number is (571) 272-0876. The 
examiner can normally be reached on Monday-Friday from 7:00AM to 3:30PM (Eastern time). 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Anthony Caputa, can be reached on (571) 272-0829. 

Official papers filed by fax should be directed to (571) 273-8300. Faxed draft or 
informal communications with the examiner should be directed to (571) 273-0876. 

Information regarding the status of an application may be obtained from the Patent 
application Information Retrieval (PAIR) system: Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http: //pair-direct. uspto. gov . Should you have questions on access to the Private 
PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 
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